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V I 22/ 



[0 0 6 6] 

[0 0 6 7] 
lit 1 1 ] 



[0 0 6 8] 
[0 0 6 9] 

, h»*.>xA,*>mi^ 4*+*>mxL, tnvtuymm., r»*>wmm) mi *U 

iMiSS^^SJT*^ ****** 

[0 0 7 0] 
[0 0 7 2] 

fcc5S (I) -&FZti*i£4t*<DaXKL¥tf^ mtZtitztxDZmti-to 
[0 0 7 3] 

ffiSE# 2004-3036850 
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[0 0 7 5] 

(Am) 

10 0 7 6] 

[ft i 2 ] 



J 



(II) 

R 1A -CHO (I") 



[0 0 7 7] 

*ltv*?* ** u Rl ********* 

» ^ B > G „ J , K *5«ttF^D f±, -^;h.-F*iSf A A @r r t v 

*i i - r f 5?!?^S22; 1 0 r ;,/ *" ;l/ * J 9 ******** 

1 0 0*81 tLTM/ ^ L * rffi ^ J *W£*****>+. 

WiE# 2004-3036850 



2 0 0 3-3 4 6 3 8 4 



[0 0 




oSrsS^ne'itrfl^'/.^ ^tective Groups ,. 
10 0 8 1] 

^«T« Ti «™v fss&ssr o : ;To ssems 




S">A (0) , -it-fte* flu-, r??* ^^^H7x:*«7<>/(7 

or»aueTflft*Ki. J 7 ^-o (i) m im ^x. o~ 4 

(0 0 8 2 J 

! 2 004-3036850 



&M 2003-346384 ^_ *; : 2 5/ 

[0 0 8 3] 

f ^lV hvrjvm. (mom) 

r^u^ ( I ^*^Mrv^* (MEM) 2-fh7tKn^ 

* (THP) 26, h V ju (TMS) at, h'jxf^/ij^ (TES) * t- 

: (Ac) tytn-f^at, t^j/* ( B n) 26, p-* F* 

r^i*^**^***^ (A1 loc) * 2 . 2 > 

$lZZZttt-lZ C \'^!^* iL *' T^atO«»atfcLTtt, 

✓ ^**^*>U*-A,at, t-7hty*;^i, T>JW^^*^-;v ( A 1 1 

oc) 26, 1 1- (4-lf7x^) xh*^^ (B poc)| F 

p-^h*y^^y*at, "C^********, (BOM) 26. 2- (h^f;^,;^ 
^Ttpfi (MOM) 26, 

r*y**?sii^^ (Ac) ****** 

ups in Organic Synthesis, Wiley, New York, 1999C:E*Sft.fc <> 0#JBV>t> fis. 
I 0 0 8 4 J 

— «ta* (I) 4>, J26# ? -CONR 2 -NR 2 CO- - O r O - # ^t*_ r o ^ 

(I ~ 2> * ttTCB *«^tt*w. 

[0 0 8 5] 
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[it I 3] 

lV — (^j) ^3 G "~ COOH (IV > 



I 



(J 5 =-NHR 2 \ -OH) 



t 
i 



HOOC— K'-^JJ^ (VII) 



(VI) 



[0 0 8 61 



««;^ R 3 c °-- -oco-* fctt -coo-t«,u 

[0 0 8 7] 

(1) Ks-iv^m 

(2) *ffiv>*2rj£, 

(3) »-fr3W*ffiv>*^rft % 

(4) *tt**f^*ffiv»«#$Mtow»r&*i* e 

[0 0 8 8] 

tb!E#2 004-3036850 
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[0 0 8 91 

[0 0 9 0] 

»tt (*nn** A , 5**nn**>, ^f*** A73 K> e^^-^J J? 

n**] K (EDO . l. i- -7»*lJ 3 ^J^TA c ii] 

2^nn-i-^ ;Hfl j^ n3 ^ l-yo^Kt^W^ (-or 
opanephosphonic acid cyclic anhydride, PPA) «) fcffiv^ l-kKn*^U 
(H ° Bt) ** v '*** Vl * v ^ 0^4 0rW.^:w 

[0 0 9 1] 

^dm^w^K (DCC) , 1 3- [3- (y*+l' T *s 

F (EDO , 1. 3 y % li) 

[0 0 9 2] 
[0 0 9 3] 

(I) — S O 2 N R 2 - Ztzli-NR 2 S0 2 -^mt>-t\Y^%\ (1 - <n 

(c© 

[0 0 9 5] 
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•-e 



1 & 



t 
t 



(1-3) 



-© 



H0 3 S— K'-^D^ (XI) 



(X) 



[0 0 9 6] 

ra [ 5S*i*^:] s ° 2 NR! -**«-**• so 2 ^KttKi 

[0 0 9 7] 
[0 0 9 8] 

(I) ^ -CSNR 2 -NR 2 -o rc ±v,4. ^ 

[0 0 9 9] 
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[it 1 5 ] 

R1 "£^}~~ (J3^~ jB ^"(3 {i ' 2) 

I' 

r1 ~^Z)~~^3^~ jd " k "CZ) (M> 

[0 10 0] 

[SS'K J D fi, -C SNR 2 -NR 2 C S- -0-r<?-*Mi re n *. 
"1 0 1 0 1 r * " ,:#titi:J: ^^t^^L 0 

h ** Kn7 * 5 '«» **Hb» (n-v>lW (2, 4 -ex (4 

[0102] 'iw«_*/».e-5>o 

[ 0 1 0 3] 
[ft 1 6 ] 

R°— Q (XII) 

[0 10 4] 

U Qii, »ur ) 
[0 10 5] 

[0 10 6] 
[0 10 7] 

*r.i>#m> ARBS*) , **y> *^y^AA--t^^^;v 7l -k 0 iS«^ 
[0 10 8] 

-ftfcsft (ID - (xii) •?^**isfl:<£&M\ ^^tT'is^, * fc**&*i*># 

ffiiE#2 004-3036850 
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30/ 



[0 10 9] 
[0 110] 

tSAMTF^ uip ?^ i *° """—-Witt (R6) HIV-1 

C K 5tOR ANTE S, MIP-la, MIP-lsisJ;r)tHI Vffii»ru /urt 

S#Cc5B*if55i2x? e ^ 7H ™* HS ^** £fc * fe ^ R ANTE 



ta> A*u«y^ffi European Journal of Pharmacology 389 41-49 (2000^ *-EBi,»-r-* 

[0 112] 

[*tt] 

[0113]° 



o 

[0 114] 

H3fiE# 2004-3036850 



#B2 0 0 3-3 4 6 3 8 4 3J/ 



[0 115] 



1 



2 ) m^m<omm • was, &#*o<@; « HMU 

[0 119] 

[0 12 0] ° 
[0 12 1] 

tUlE# 2004-3036850 



SB2 003-3 4 63 8 4 ^-i> : 32/ 

10 12 3] 

>h^>?J? n ;S-*^r^-^ 1 : 7f7 ^^ v^y^ ^ 

1 V y (AG1549) e»*l* 0 % * 77 * 

[0 12 5] 

10 12 6] 
[0 12 7] 

P- x^! ^ SDF-l a% SDF-1^ MCP-1, MCP-2, MC 

[0128] (Eotaxin) % MD Cm*mifhtl*> 0 

rtHttV^KomfcLTtt.JMMSKtt, A O P — R ANT E S Met-SD 
[0 12 9] 

ff0 2003035627 ^ wo 2oo3o ~^^^ 

[0 13 1] 

™£ ? R 2 ? M fc L T {± * # iz {4 - W099/07351^- , W099/40913-H- WOnn/zifi! or* 
♦ Slt.ttB.oorg. Med. Chem. Lett., 10, 18 03 (2000) KK** tlftK&H+vmv fen 

5453*. W000/35454?, W000/35876*, TO00/358774?-, WOOO/41685* ■^,™T» 
00/51608*. WOOO/5160^, WOOO/516^, I^/StoSo^S^OS™ 

iblHf 2 004-3036850 



mm.2 0 0 3-3 4 6 3 8 4 : 33/ 

h^^mZ^t^t^ W000/62814*, W000/733 

L 0 1 3 3 J 

942 C 64% R 1p?^,^- W0 2002030357 ^ WO 2002030358^. WO 20020 

[01 3 4 J 003051870 ** *=' 4TO 2003059893^^fB«$tL/^b^^75^tf ft *i* 0 

CCR5^JtLtli, *#fl9K»±, W099/17773-5§\ W099/32100-g- wnnn/nfins^-g- 

^2S^0^l5^^; a ? ( ^^ WOO/42045*. W000/53175*. WOOO/4 
WUOO/66551^. WOOO/66558-Sf-. WO0O/66559-5f\ WOOO/66141^ Wnnn/fiS9n*& tp 
2000309598*. WOOO/51607*. WO00/51608*. WOOO^ 609* WOO^leioi WO00Afi7 ? Q 

♦KwSASSwwSjrwS? Ktt ' M) - 3100 - T - 22 - "- u "«*««^ 

[0 13 6] 

*#*^M 0 E ** fcLT ^ ** WKtt * T ~ 20 (P-tafuside) . T-1249 
[0 13 7] ° 

02®T g ^ l®200mg, IHSHlSOOmg**, l®300mg. 1 

2^^>> ;:25~200mg#t^ l®125~-200mg. 10 2®; 
Vl^t^ ■; 0-375mg^0.75mg«W, l®0.75mg. IBS®; 
-CL^ * 15 ~40mg*^;i, % l®30~40mg. 10 2 0; 
7 * : 150m g^J, l®150mg. 10 2®' 

7/*# \£;V : 300m gUftJ. 1 ®300m g. 1 0 2 ® ! 

♦ lOOmg^J, l®400mg. 10 3®- 
!^ :50-200mg*y*^ 1 0600m g,' 10 1®;' 
^v^-t^: 200-400* l®800mg. 10 3®; 

U h^t;v : 100mg#:7--fe;K l®600mg. 102®; 
Jj7-f^lf>l,:2B0mgtBW, l®750mg. 10 3®; 
J*JUiH 200mg*y*^ 1® U 2 00mg. 10 3®; 

I v 1 O 9 J 

[0140] t7^^reyr/W(f^ So 

ffiSE#2 004-3036850 
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^-v: 34/ 



[0 14 2] 

, ( , Y ^ (BRL- 6 1 0 6 3) , T*V?A (CP-80 

^7h 5 1 "'?"^"^«: v - ,I " 4A ' PD -" ,?! 

ffigE#2 004-3036850 
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[0 14 5] 
[0148] 

[0149] ° 
[0 15 0] 

tfiiE#2 004-3036850 
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[0 15 2] 

[0154] 

aft*, if^t^™Tt1v» Uffl **** * 

[0 15 51 
I U 1 5 6 J 

ffifiE# 2004-3036850 



SS2 0 0 3-3 4 6 3 8 4 ^_. > .. 3?/ 

S. it xr t L x 4 «*> 5 *-*vmM3, 095, 355 -VLB l < ree S ftT v> 
I 0 1 5 9 J 

[0 16 0] 



2 



o»*fctt, ;-?^>Sf ^l^if; ***** 

[0 16 2] 
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&m 2 0 0 3-3 4 6 3 8 4 ^- ->* . 3g/ 





CH a O 



Zil^^Tf] 4 ~^ n , D -N- U- [1- (3, 4-v>^^>,,) e 
[0 16 61 

[0 16 7] 
[0 16 8] 

^ssssrass?! ^ss^r**- 

[0 16 9] 

2Sr L ?J2 A :Xt6rra ™ MS Cl8 5 ^ 4 - 6 x 50mm LD. 
mm Ltz-MM :3ml /min 

AM : 0.1% h «; 7^^-nftBR*»iK 

: 0.1% h »; 7^*n»ai-r* h - ± ij 

tssjasni,':! ?™!™*HKH;f» r 

miE#2 004-3036850 



0 0 3-3 4 6 3 8 4 . 39/ 

) TLClRf 0.20 (#D n * W; ^ ; .» :2m; , t;:7i _ 8:i;ji 
[0 17 2] 

-Ik^ : R , f 0,45 <->^ D °^^> : **;-)v=i o • i) 

Ll (3, 4-v^h*^^) ^»;v>-4-^;l,] 

TLC:Rf 0.12 (^nn^,;^^.^ . 

1 4-#nn-N-|4-ri-fl a -Zvi: ° . 

i-i^-ovM ^XT?%.«a *--^i-*v^i>„,, ^.;j;>_ 
<H7> 3 £5? L ? ft ?* (63m8) »-o«-i) »n 5 u- D ,„ 

TLC:E£0.23 (?>Dn^ >: ^ ; .;:,. . . 

3H,, 3.60-3,0 (. 2H,; 3 io4^ jg.' ^ £ g.' %f 

i (l) teiju o\ 



*-W3-*Ofc«i fcra«Ki»fjELT, JBlT^S&W-ffrfrfc 

»>-x-<»i^ VH ^xrU- l Umx **> 



ttilE# 2004-3036850 



#02 0 0 3-3 4 6 3 8 4 : 40/ 

TLC:Rf0.32 (^DD^^;^;-^!,).!) . 

NMR (CD3OD) : a 7. 84-7. 81 (m, 2H), 7.48-7.45 (m, 2H) 7 29-7 18 (m 2H) 7 12 

" s 05 3 r 3^0 3%T( m 94 ^' ft i-2 5 s ' f !• 4 - 34 ( * : 2H > 3 < :: S: lit 

^3H), 3.90-3.80 (m, 2H), 3.60-3.50 (m, 2H), 3.40-3.20 (m, 2H), 3.20-3.00 (m, 



1 ( 2 ) , 4-^nn-N- U-[l-(3 4 - V* K * v -v 

TLC.Rf0.20 (v^nn^^> : ^( ^ y 1 0 • 1 ) • 

fs M 2H) ( TS s : ,m- 8 J ( ««/ = '; 0HZ ' 2W ' 7 - 48 " 7 - 02 (m > 9 ' H) ' 4 " 54 ^ 2H), 4.31 
8Mm 2H)1 (S ' 3H) ' 3 - 5 °- 3 - 2 ° (m ' 4H) ' 2 - 40 - 2 - 10 < m > 2H >. 2.00-1. 



N- 13- [1- (4-^ bf^y 4-^-1 



I -4- (*^-)V+jr) ^<>XT5 K 

4- [3- (Ty'K^f^) 7xz^] ^yy>.M+|t4-^ k±^ v ^T,i 

HPLC«#I^M (#) :3. 47; 

NMR (CDsOD) : ,7.W (d J . 6.6 H,. 2 H). 7.80-7.21 fa, 6 H), 7.16-7.10 fa. 
& H), 6.87 (d. J = 6.6 Hz, 2 H), 4.52 s, 2 H), 3 77 (s 3 H) Ul f« 9 m q 

7°5 2 t 9 V;„ 2 H> ' 2 - 58 " 2 - 43 1 H> - fe 3 »■ ^ 05 t 2 H), 1 80-1.' 

?f^ 2 . , ■ 3- [1- (3, 4-^h*v^>^) ^.;v>- 4 -^ 

;H -^✓v^l -4- /^>X7 5 K 

HPLC«#B#W (#) :3.44; 

4-^f;i/| ^✓v^) -4- ^>X7< K 

HPLC#^B#^ (#) : 3. 34 ; 

NMR (CDCI3) : S7.89 (d, J = 8.1 Hz, 2 H), 7.70 (d, J = 8 1 Hz 2 H) 7 56 (A 

'. »" 2^8 ^2 ( H),\ H ki:7 9 6 8 1 m 94 4 ( S 0 2 »' 2 - 60 " 2 - 45 * 1 H) ' ^ <* 
g*f 2 / 3) / N ~ l3 ~ (*-*nn^^) tf^ys^-w*] ^ 

HPLC«#I$W (#) :3 .55; 

NMR (CD30D) : ,7.77 (d, J = 8 4 Hz, 2 H), 7.33-7.21 ( m , 8 H), 7.17 (s, 1 H), 
f.U U, J = 7.8 Hz, 1 H), 4.53 s, 2 H), 3.57 (s, 2 H) 3 02-2 98 (m 9 m o 

^ J2 (4) 4- 7 ;^n- N - (3- [1- (4'-^t^^)^ yi , v 

ffiiE#2 004-3036850 
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hplc«»«fw (#) :3.40; 

2 N hT4 ( 53 3 (s } imT£T H >' 7 -f" 7 - 09 <»' • H). 6.89 (d, J . 8.4 Hz, 

(m 1 H) 2 is 2 09 t 9 m , ™ *' 2 H) ' 3 - 02 - 2 - 98 (m ' 2 H >> 2 - 60-2. 45 

HPLCffijtKfij (») :3.25; 
HPLC^^fH (530 :3.47; 

N 10 M ( R t TS'l * 7 i 8 m 7 ' fi 73 ,^ 2 H \ 7 '™ <«• 4 H), 7.20-7.15 (., 5 H), 7 

HPLCSMWia («•) : 3.36 ; 
d J - 5 4 Hz 2'ffi 'oof ^'u " ' 6 'f- 6 - 82 2 H) ' 6 - 33 <»• 1 H). 4 61 

wimnmm m : 3. 50 ; Massr- * : 512 M + m* 

mmm a pj n- (3- u- r \i , * 

<») : 3.46 ; Massf-* : 465 (M + H) * "~ 



3kMM 2 (1 4) 4- 7tf;P7$;) > T _ )Q r , fa 



TZSE^T if } : 3 * 2 ^ Mass ^~^ • 478, 476 (M + H) + Q 

HPLC«#B#^ W ra^.-Maasr-* : 534 (M + H)* 0 

ffi|E#2 004-3036850 



0 0 3 -3 4 6 3 8 4 42/ 



, gjfefffl 2 (j fi i n- 13- n- /■ q . 

ES2* 1 ?" ( * } : 3 - 66 ; Mass -*-' ; sir £ + h ♦ 7 * h 

WLC&ftft® (#) rS.SSlMassT-'-^ • 485 483 ft * m* 
^Mfl!l2 (1_8J N - |3- n- (\ °i H) ° 

HPKft**H m rS.Gl.-MassT--^ 47^ 477 ft m* 



"$mm 2 (hi 



• ' «***t-9 : 479, 477 (M + H) + 0 

HPLCfiM*R»n W : 3.59 ; UaZ*T~* • 455 453 ft + m* 
«£* B ? M W 1 3 - 52 ' Massr-* ?481 479 ft + H) + 

*m« 1? 6 f ' i H 7 : * : 471 « + H > 4 ° 

« v v > - 4 _ 4 

PLC«#I$IW (2 
_yfeM2_(3 0) 

Ear?" w s^i 4 -*** 5 '" 

iBSE#2 004-3036850 



fI2 0 0 3-3 4 6 3 8 4 V : 43/ 

WLCmW$F® m : 3.56 ; MassT-*-* ; 491 489 (M + H) + 

--OKI T^y) 7x;;H T -b h t 5 K 

HPLC««f«f« <*) : 3.33 ; MassT--* : 514 512 (M " 

sartor i-^-iris : ?/ M 

HPLC^#P#K (#) : 3.51 ; Mass 7*-* : 466 (M + H) + 

S«m1? 8 < f ) - 3 -^; fe r- ? : 543 < M + ■>*• 162 » 

2S££ if' : 3 - 48 : Mass ^~ ? : 508 ' 506 (M + H)*o 

HPLCflSSWW (») : 3.24 ; MassT--? : 419 (M + H)* 

HPLC^B#fRi (*) : 3.53 ; Mass^- * : 449 (M + H) + 

?55^,?- I3 - Cl - (wo-****) „ 

mLC«#B#|S) (fl.) ; 3 . 44 ; Massif- * : 419 (M + H)* 
HPLC^B#H (#) : 3.33 ,'MassT--^ : 409 (M + H) + 

HPLC«**n («•) : 3.56 ; Mass 7* — ^ : 459 (M + H) + 

HPfXfiM»IPfM (*) : 3. 62 ; Mass?-- 9 : 500 (M + H) ♦ " 160 
^ML2 U_8J n- [3- n- u r? 

E£2^? „ ( f W 1 3 ' 22 1 MaSS ^~ ^ ^ 532 (M + H) + o 

mmm2 (49) - N ~ 13- Cl- U-7** b J<Wao ^.;y y -4--f*] ' 

mSE#2 004-3036850 
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HPLC«#*H (30 I 3.49 ; Massr-- * • 449 (M + «♦ 

HPLC«**W (30 : 3.55 ; Mas ST* — 9 ' 491 (M 1 m* 

(5 1 ) N- 13- n- (9 \ . 

HHjC**WfW (30 IS.SS.'MassT--* : 4 9l (M + H ) + 

SSf??^ : 3 - 5 M as ^-^49i <*/«>*. 

^™ 2 L53_L 4 - (^^.^^.jj.) _ N _ , 3 _ r 
HPLC^NfW (30 : 3. 62; Mass*'-* -521 (llVm* 

HPLCiR*>WPB (30 : 3.47; Mass '52 (|| + m* 

HPLC^IW (30 : 3.42 ; MassT-* : 456 (M + H) + 
HP LC« #B#Rg (30 : 3 . 64 . Mass ^_ * : 515 (M + H)+ 

mm 2 (58) n- 13- n- f ,f t . : . % 
EffP 8 ^ (30 : 3.49 ; MassT*— * : 46 i (m + h) + 

mmm 2 (59) n- i ^ - n ^ , rv" 0 

HPLC&#B#|ig (30 : 3. 53 ; MassT* — * ■ 461 (M + H) + 

HPUKttftHI (fr) : 3.40 ; MassT*— * • 429 (M + in* 
**«2 ffi 1 ) N- [3- M-^vtjl^,?!,: 

HPLC1*# ft® (30 ; 3.45 ; MassT* — * ■ 431 (M + m* 
gHM2 [64) N- (3- ii rVi ° 

ffff^^N- 13- [4- (4-^,W^) e^^-!-^] „ 

fcttiE#2 004-3036850 
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45/ 



418 (M + 


H) + 0 










-M b* 








1 


--f ;vj 


416 (M + 


H) + „ 










-* b* 




- v>;i/) 




1 




430 (M + 


H) + 0 










-* b* 








1 


-4 As] 


430 (M + 


H) + „ 
















^7 7>- 


1 





HPLC^WWm (530 I 3.34 ; Mass 7*— * : 400 (M + ffl* 

l-i;!'] -\>X7 5 K 

HPLCf£#B#im (#) : 3.42 ; Massx*-* : 414 (M + H) + 

— 1 — -f ^> v jl^l >Xr 5 K 
HPLC«#B#W (#) :3.38;Mass:F-* 
^jfeffil 2 (68) N— |3- [4- ( 

HPLC^#^fK (530 : 3. 27 ; Mass t*— * 

mmm 2(6 9) n- 13- [4- u 

HPLC^#^f^ (55-) I 3.37; Mass 7"-* 

mmm 2 (7 0) n- 13 - [4- (4 

-3-^fM>X75 K 
HPLC«»«PW| (530 : 3. 37 ; Mass 7* — i 
ggflfc®) 2(71) N— |3- [4- (4 

-2-^fM>X7? K 
HPLC«#R*W (550 : 3.31 ; Mass-f-* : 430 (M + H) + 

/ 1-1JI/J A/v^| ^>X7$ p 

HPLC^#^f^ (55-) : 3.34 ; MassT* — & : 434 (M + H) + 

HPLC«#B# K (55-) :3.13;Mass7--^ 1443 (M + H) + 134 
mxmmn (530 :3.1S; MassT*-* : U3 (M + H) + 134 

222^7 ^ 1 3 -° 8 '* Mass ^~* : 443 (M + 10*. 134 0 

HPLGft**H (53-) : 3.11 ; Massr--* : 447 (M + H) + 134 

HPl£ft**n (530 : 3.08 ; MassT*— 9 : 459 (M + H) + 134 

HPLC**»«*BI («■) : 3.34 ; fassr-? ; 446 (M + H>* 151 

HFLCft**n (53-) : 3.42 ; MassT - * — 9 \ 460 (M + H) + 

JW'OVW -2, 5-^fM>X75K ^7^./ 1 

mLC«J*P*W (530 : 3.46 ; Mass^- * : 474 (M + H) + 

miE#2 004-3036850 
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4*1 *>VM -3->f;M>x7^ if 
HPLC&Wm® {&) : 3.44 ; Mass 7*— ^ 460 (M + H) + 

mmm2 (s 3) n- 13- u- <-> V • . 

HPi£«*l*W (») : 3.37 ; Massr--^ ■ 460 (M + m* 

HPUHRWWW m : 3.39 ; MassT* — $ : 464 (M + H >* isi 
(OS) N- |3- f 4 - f V -vlk ° 

HPW**** W : 3. 36 . Mass ^_ ; 

**«2 Lg_6l N— [3- (4- | (2E -% °r„ 

HPLC^i#0#fifJ (#) : 3. 14 . Mass 7*— * • 469 (u + m* hu 
1112 LOJ N— [3- (4- V (2E % 'r. - 

WLC«#B#(B <») : 2.94; Mass*"- » ■ 512 « + m* TO isn 

«U*»»H (») : 3.09 ; Mass^-, : 485 (M ♦ H)*, 326. !60. 

ttSSE#2 004-3036850 
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✓S — -y 



47/ 



^ J , 2 (9 5> N- |3- [4- k ^^- 1M ^] « 

HPLCi£#B#[g (#) : 3.36 ; MassT*-* • 420 (M + H) + 

mmm 2 (97) n- 13- [4- u-^n 

tffLC^if^W (#) : 3.38 ; Mass-T-^ : 434 (M + H) + 0 

N- |3- [4- (4-?nn^>v>) 1 /H ^ 

*5h r? *»v V *rr ^ i* J 



(9 8) 



HPLC{£#B#F3 (^) : 3.39 ; MassT*— ^ : 438 (M + H) + 
mm (9 9) N— |3- [4- (3-^D- 4 °-n^ 
- 1 /U] ^v';H -2-^fM>XT5K 
HPLC^#^fK (^) : 3.40 ; MassT*-* : 464 (M + H) + 

mm (10 0) N- |3- [4- (3-^n-°4-^^^) ^ j, 
✓ - 1 ^^v;H -4-7Hn^X7?K 

HPLCffc#0#|ig (#) : 3.00 ; MassT* — $ : 468 (M + H) + 
*tt«2 (10 1) N— |3- [4- (3, 4-vvW 



HPLC«*f«Fia («0 
%*fcfl8 2 (10 3) 



: 3.23 ; Massx* 9 : 446 (M + H) + e 
. N— 13- [4- (3, 4-v* h*- 



HPLC«*5fH#W (^) 
%flfcflll 2 (10 4) 

mmm 2 (iqm 

— -ok! 

hplc««fb#w m 

t^ffij 2 ( 1 0 fi ) 



+ H) + 0 

4 h^r> 

(M + H) + , 178c 
4 -vV 



: 3.31 ; Mass-f— ^ : 460 
. N- |3- [4- (3, 
-2, 4-v>^;V^;< 
3. 36 ; Mass 7*— 9 : 474 
. N — |3- [4- (3, , 
— 2, 5 — V* fM>X7 5 K 
: 3.36 ; Mass-f-^ : 474 (M + H) + 
. N- 13- [4- (3, 4-v^ 
-3--^fM>X7 5 K 
: 3.32 ; Mass-f — 9 '. 460 (M + H) + 
N- |3- [4- (3, 4-v^ 
-2-^f;M>X7? K 
: 3.26 ; MassT*— *? \ 460 (M + H) + c 
N- |3- [4- (3, 4-S» 



HPLC«#B#W (#) 

gUffi 2 (10 7) in- L4- (3 4 
HPI.f>f£:t*BSJffl f>CM • q on • „ . 



^7^>- 1 



fcf^v^- 1 



- 1 



M^W- 1 



^7'^>- 1 



fc?^ y *? > - 1 



HPLC^^Bf^ (#) 
^fljjgM 2 (10 8) 
-'Hi/] 

HPLC«#BffSJ (#) 
^ifrfcff!) 2 (10 9) 



hplc«#b#w {») 
mmm2 din) 

-"OKI ^Ov^f 
HPLCfiy$B#|S| (#) 
2 (111) 



Wimwm® (#) : 3. 38 ; Massr-- * 
MtfUM 2 (112) 4 ;l/-N- 
-4--f/Kl ^>->';u| ^>X75 K 



3.29 ; Mass^-* : 464 (M + H) + c 
. N- |3- [4- (3, 4-v^ 
'fV^af >7^ p 

: 2.89 ; MassT*— 9 I 447 (M + H) + Q 

N- |3- [4- (3, 4-^^h^y^>y» k^r/^-l 
-2— (4-^f jU7xz;i/) T -te h T § K 
: 3.31 ; Massf-* : 474 (M + H) + c 
N- |3- [4- (3, h^v 

5 K 
: 476 (M + H) + 0 

(4 -j.^-)V-r<> tf^i; 4 



-4 

: 3. 24 ; Massr-*- ^ 
N — |4- [1- 



: 399 (M + H) + 0 

14- [1- (4 -*-3-)Vty *?)},) \£<**) *?y 



tHIE# 2004-3036850 
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HPLC«#«fIB (#) : 3.47 ; MassT* — 9 • 413 (u + m + 

; s s — \ — 4 )V\ s<s ~y )\/\ s<y XT X Y 
HPLC«#l$m (#) : 3.5 ; Massr^-* • 427 (M + H) + 

mZWfrnm (#) : 3.48 ; Massr^-* : 413 (M + m* 

^ 4-<;i/J 5 F 

HPLC«#l$ffl (#) : 3.41 ; Massr--* ; 429 (M + H) + 
HPLCfiamm (#) : 3.42 ; Mass 7--* : 429 (M + H) + 

Sff 8 !? ( *l l3 - 35; Mass ^~* : 445 (M + H)* 0 

^JTT x v ,i (4- |1- [4- (*?-)VX)\/*=-)V) 

^2 # 1 W OT 1 3 - 22 ' Massv^-^ : 493 (M + H)* a 

HPLC«*N*W (*) : 3.07 ; MassT* — 9 : 428 (M + H) + 134 

HPLC^JW (#) : 3. 17 ; MassT 8 "— * : 442 (M + H) + 164 

!S£S : 3 ' 21 ; : 456 (M + H)\ 134 0 

HPLC«#B»M («■) : 3.17 ; MassT-- 9 I 442 (M + H) + 134 

m^sj^ r u- ii- u-V^r 4 ;,) ^ J9> 

HPI£ft**H (30 : 3.09 ; Mass - ?*— ^ • 442 (M + H} + m 

*»SfTf, ( ?l :3 ; 12 :»to^-*: 446 (M~+ H) + , 134. 
✓ y v-^— 4 — -f )V\ XT - \? 

HPLCft*m m :2.94;Massr*-* : 4 85 (m + ny m 

i_ « 14 ii - (2, 4-^^ h^->/^^y*;v) tf^V^^-4 

tbf£# 2004-3036850 
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HPLCfi&#H#|fl (fr) : 3.40 ; Massr—* - 445 f M + m* 
HPLC^#^K («•) I 3.48 ; Massr*- * : 459 (M + H) + 

hpuhmww (*) : 3. 51 ; Mass^- * : 473 (m + h>* 

HPLC^#B#^ (#) : 3 . 5l ; MassT*-* : 473 (M + H) + 
HPLC**N*» (») : 3.47 ; Massr--* : 459 (M + H) + 
HFLC«#I$W (#) : 3.42 ; MassT* — 9 \ 459 (M + H) + 

HPLCfiSMWISj (0) : 3. 41 ; MassT-- #■ : 475^ (M + H)* 
HPLCiSJfTO (#) : 3.35 ; Mass ^_^ . 424 (M ) + 

*»«2 (13 8). N — 14- [l- (4-->7^W*) i^i, . ^ „ i 

HPLC^^Fffi (#) : 3.29 ; MassT*— ^ : 440 (M + H) + 

HPLC^#B#K {») : 3.26 ; MassT"*— ^ • 445 (M + HV 

mmm 2 [ui) N - u- ri - V- V - °, 

WLCg^Bf^ (#) : 3.3 6 ; MassT*— 9 I 459 (M + H) + Q 

mmm 2 (142 ) n- u- n- a 7 «v\,\ 

A/y;t,| _ 2> 4-^fM>X7SK 
. HFLCft^H (fr) : 3.39 ; Massr- 9 I 473 (M + H)* 

^M^ii2 n 4 3j n- |4- n- rV a r x • 

HPLC«#B#^ (#) : 3.39 ; Mass 7*— ^ • 473 (M . u V 

=^Pfe WM~ 3 - > XT ? V >+S"^**> ^Vv>-4 

HPLC&#B#|tg (#) : 3.36 ,-Massr'-^ • 4*59 r M + m+ 

HPLC«^l«m (^) : 3.32 ; MassT*— ^ : 459 (M + H)% 

ffi!E# 2004-3036850 
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*»" 2 fjLjLfiJ N- |4- [1- ( 3 , 4-^J^v^*) ^>;^>-4 
HPLC«#B#K (30 : 3.32 ; MassT*— $ : 463 (M + H) + 

HPimwmm (ao : 3.29 ; Mass^-* : 475 (m + m + 

*E«2 (14 8) N- |3- [1- (4-^ h -l 2 3 6 _- 

HPLC«#B#fRJ (#) : 3.36 ; Massif--* : 413 (M + H) + 

HPLC^#B#K (30 : 3.44 ; MassT* — 9 \ 427 (M + H) + 

**«2 (1501 L 4-^M-n-N- |3- [ 1 -°U h+V^**) -1 
HPLC««Fl^H! (30 : 3.41 ; Mas st"* — j? : 431 (M + H) + 

Mty (15 11 L 4-^h*v-N- |3- [l-°(4-^*v^>^) - lf 

HPLC«ttl*HI (30 I 3. 37 IMassT- 9 443 (M + H) + " 

aE ?gL| (15 2) N- (3- |1- [4- U+jux*,*^) _! 2 

HPl£ft*R»H| (30 : 3. 20 ; MassT*— 9 : 461 (M + H) + 
HPLCf£#B#fig (#) ; 3.30 ; MassiP- * : 475 (M + H) + 

mm (154) 6 f-^>-N- (3-jl- [°4- d*****^, ^„ 

hpix«#W (30 :3.5;iL^" , :475'(m 4 + h)^' ^ yp)X/) ^ >XT5K 

ffp-^fH J-^*n-N- (3- H-°[4- C******^) ^ 
!zif5_ : 3.25 ; Massr*-* : 479 (M + H) + , 



f^ j2 ^f5_6j N- (3- |1- [4- (^^757) -l 2 

HPLC«#B*H (30 : 3.11 ; Mass 7*— 9 \ 426 (M + H ♦ 134 

TT~V-l\ N ." (3 " U ~ [4 ~ <*"*^> -1 2 

HPLCf£j#I» (30 : 3.20 ; Mass^-* : 440 (M + H) + 134 

TiTi^ ^ [3 - 20; M ^~* : 440 (M + H) + , 134 0 
HPIXIfi^Sw 5 ^) °3 k i5TMlsi-rM4r(V^H! + ~i 2 34~^^ ; ^ >XT ^ K 
HPLCiRJ*WPM (30 : 3.14 ; MassT*-* : 444 (M + H) + 134 

*»? 2 - ( "" N .~ (3 ~ U " ^-^Urt 0 ,) _ 2 2 

HPUttttM (30 ; 2 . 81 ; Mass 7*— * : 427 (M + H ♦ 134 

tBiE#2 004-3036850 
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HPLCftftttH (#) : 3. 14 ; MassT* — * : 456 Qf + H) + 1U 
HFIXftattH m : 3.42 ; MassT* — : 443 (M + fl>* m 
HPLC««fI*|B (#) : 3.50 .•MassT'-^ 1457 (M + H) + , 



c ^ 2 , (16 ^ N- |3- [1- (2, Uy,>^) -i 2 , 

KPLC&W*® {&) : 3.53 ; MassT--^ • 471 (M + ' 



^^.^j.j^.uj WJ , . o. Do , Massy— ^ : 471 (M + u\* 

**?;- ( 't B> - N " l8 " [1 " < 2 4-^V*->-V^) -x 2 3 

HH£«?WW (33*) : 3.50 ; MassT*— ^ ■ 457 Cm x Prt* ikt 
(1 6 7J N— 13 —r 1 — (9 A "I V I ° 

N-J3- [1- (2 4--^U->^> y;W _! 2 3 

»u^■(») K :^^ : l.r-*T«l^^V*~ 7 ** D ^^ XT,V ' 

«»«? <"">> N- |3- [1- (2 *-vA+t,«>»» -1 2 3 
HPLC«»l»m (») : 3.43 IHassf-* "473 (M ♦ H> » ,r, 7<I ' 

(«■) : 3.46 ; Mass?--* : 465 (M + H) 4 
?«W 2 N- |3- [1- (3 t-9*\<K,<*>9») -1 2 3 

HPLCS«M* H (fl-) : 3.28 ; MassT*— 9 : 443 (N + H>» 
HPLOKflWH (») : 3.36 ; MassT"- # : 457 (u + H)» 

? M ? 2 tUUl N- |3- [1- (3 4-^U-^^.^m . , 

HPLC«#TO(», : 3.41 ;Mass^-i?471 



s , (174) . N- |3- [1- (3, 4-y^W->^^-y,M , , 

f»» 2 am n- 13- [i- ( 3 ?- -1 2 , 

HPLC(S#s#iai (») : 3.37 ; MassT--? : 457 (u + m* 

f»? 2 N- |3- [1- (3 "-vA<H,«>V» 2 2 

^ttq 2 f 1 7 2 j 4 - (t*»»t < 7) -N- la - ri- fa 4 

^ 1. 2, 3, 6-rh7fcKD l f.;j;v-4-fju]^ ? ;A,| 

HPLC^#B#K (*) : 3. 12 ; MassT--^ : 500 (M + H) + G 

WIE#2 004-3036850 
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mm (17 9) N— |3- [1- ( 3 , 4-y> h*->^>y*) -i 2 3 
HPLC««f«fW (#) : 2.94 ; Mass 7* — 9 \ 444 (M + H) + 151 

jjj-g < 18 0> N- {3- [1- (3, 4-v/h*v°^^) -i 2 3 

HPLCfii^n (53*) I 3.36 ; Massr*-* : 471 (m + h) + 
mm (18 1) N— |3- [1- (3, 4-v*W> 
6-r Knif.;i?>-4_^; 1 , ] _ 4 _^ 
HPLC^# mm (ft) : 3.31 ; Massr*- * : 473 (M + H) + 
*tt«2 (18 2) N- 13- [4- U-^v^*) i--f* 
] ^/v;W -4- (*?-;i^*) ^ >XT5 k a . 

HPLC«EfH#B| (53*) : 3.41 ; Massr*-* : 462 (M + H) + 

( t 183) N ~ (3- 14- [4- (^W^) ^->*,v] tf^y> 

HFLC«#B#H| (30 : 3.19 ; Massr*-* : 475 (M + H) + 134 

*** 2 N ~ J3 - [4- (2, 4-^WJU> y *) e^^^-i 

HPLC##rr#H (#) : 3.46 ; Massr*-* : 492 (M + H) + 

Wizw&nm (ft) : 3. 18 ; Massr*-* : 501 (m + h) + 160 

HPLCfl^Bfffl (5t) : 3.35 ; Massr*-* : 492 (M + H)* 0 

-*/!/] -4- ^>xr^ K 

HPLC«#ir#|fl| (3-) : 3.52 ; Massr*- * : 491 (M + H) + 

mm (18 8) N- |4- [1- (3, tr^Vv^-4 

HPLC«#rr#W (5t) : 3.39 ; Massr*- * \ 491 (M + H) + 

?^ J2 ( * 89) N- (3- |1- [4- (^^73^) «>i/n,l -1 2 

HPLC««Nr#H| (ft) : 3.22 ; Massr*-* : 472 (M + H) + 134 

(HO). N- |3- [1- ( 2 , 4-Z\*C^>V>u) -1 2 3 

HPLC«8M$W (ft) : 3.51 ; Massr*- 9 I 489 (M + H) + 

f^ 2 (191 V N- |3- [1- (3 , 4-yA*i,<*>i>») -1 2 3 

HPLC^fTfffi (ft) ; 3.40 ; Massr*- * : 489 (M + H) + 
*tt«2 (1 9 2) N- |3- [4- (4-*nn^W;M 
^»|-2-(^W) ^Xr?K 

*ifStf^ F ?i?*? ?1 40 ' Mass ^-^ : 931 (2M + H) + , 466 (M + H) + , 



!Sfff a?} 1 o 33 ; Mass ^"* : 959 (2M + H>*. 480 (M + H)*. 
mm (19 4 L 2-^dp-n- |3- [4- 

ttiliE# 2004-3036850 
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HPLC^Wmm (55-) : 

mmm 2 (195) 

>j > — 
HPLC«#l$ffl (5» 

mmm 2 ( 1 9 b ) 

HPLC«#B#^ (5J-) 
Hftfcffil 2 (197) 

HPLC^^Nf^ (55-) 
fkt&m 2 ( 1 9 _g) 



-4 )X>} 

HPLCft^W (5» 

mmm 2 (199) 

HPLCft^W (5» 

^SM2 (2 0 n ) 

HPLC##I$|R| (ft) 
^flfcffil 2 (2 0 1) 



3.40 J Mass 7*— 9 '. 907 (2M + H)\ 454 (M + H) + 0 
N- 13- [4- (4-^Dn^>-») kf^7 v>- 1 

: 3.11 J Mass 7^— 9 : 941 (2M + H)\ 471 (M + H) + , 236 c 

|3_ t4- (3, 4->V^y/^-») ^7-^-1 

: 3-29 ; Massf-* : 927 (2M + H) + , 464 (M + H) + 0 

3.29 ; MassT*-* : 951 (2M + H)\ 476 (M + H) + Q 
N- 3- [4- (3, h*i"OV») If^y^l 

-3- (h V 7 fr-tu s<y XT 5 K 

3.47 ; Mass 7"*— ^ : 514 (M + H) + Q 

N- |3- [4- (3, h**"<>i?)l,) e^ 7 y>-i 

3.33 ; Mass7*-* : 514 (M + H) + 0 

3 T ^Jf^r?/? ~ N ~ l3 ~ t 4 ~ 4-^ h*v 

-1— -f/l/J ^>^;i/| ^>xr? k 



HPLC^#B#^ (53*) 
^Mffi) 2 (2 0 2) 

HPLC«#B#Ha (5J-) 
^5feffl)2 ( 2 0 3J 
— ■ifr] ^>v;i-| - 
hplc^M (550 : 

2 (204) 
^ 7 v > - l ->f ;v] 
HPLC«#l$m ,(55*) : 
jEHjj 2 (2 0 5) 

1 ;v] 

HPLC««Fl$m (57*) : 

2 ( 2 0 fi ) 
^7-7>- 1 
HPLC*£#B#H (55*) : 
Hi 2 (2 0 7) 

^7->*> - 1 -4 w 

HPLCfi8$i$M (55-) : 
^flEffi] 2 ( 2 n « ) 
^ 9 v > - l ->f /»,] 

ww&wnm (55-) : 

^Mfffl 2 (2 0 9) 

-y )V\ ^yy)v\ - 
HPLOffc#B#W (55-) : 

^mm2 (2in) 

^?v>- i -y jp} 
tiPLCUnm® (55-) : 

mmm 2 ( 2 1 n 



: 3. 12 ; Mass^- 9 I 503 (M + H) H „ 
N- |3- [4- (3, 4-^Uy-t>^» ^5^-1 

-2- (>f;^)^ >X7 , K 

: 3.29 ; MassT*-* : 983 (2M + H)\ 492 (M + H) + Q 

N- 13- [4- (3, If^y^-i 
- 4 - ifM>X7? K 

: 3.44 J Mass 7* ^ : 947 (2M + H)\ 474 (M + H) + c 

N- 13- [4- (3, 4-^^y^>^) fcf^^-i 
-2, 6-y*^ h^y^yXr? K 
: 3.22 ; Mass^-* : 506 (M + H) + c 

Aty^ 7$ j* 
3.27 ; MassT*-* : 959 (2M + H) + , 480 (M + H) + G 

^✓vA'f ^yXT5 K 

3.38 ; MassT*-* : 959 (2M + H) + , 480 (M + H) + Q 
i7f, n , n ~ N - |3 ~ £4- (3, M 

3.49 ; Mass 7"*— ^ : 987 (2M + H) + , 494 (M + H) + c 

3.45 ; Mass 7* ^ : 987 (2M + H) + , 494 (M + H) + G 
i~XZf~^Z l3 ~ C4 ~ (3 * 4-** H^>**) fc" 

3.27 i Mass 7* ^ : 941 (2M + H)\ 471 (M + H) + c 

N- |3- [4- (3, 4-v*^ h+y^yi;» f^^^y.j 

3, 4-y>fM>X7?K 

3.42 ; MassT^-^ : 947 (2M + H)\ 474 (M + H) + c 

^rt° n - N - f3 ~ (3, 4-y*h*S^>*/i,) e 

3.23 J Mass 7* ^ : 961 (2M + H) + , 481 (M + H) + c 

,3 ~ C4- (3, 4-y'>^M>^) ^5^-1 

thSE# 2004-3036850 
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mm 2 (212) 



: 3.03 ; Massr-*-* : 993 (2M + H) + , 497 (M 
_ 4-tert-y^^-N- |3- [4- (3, 



HPLCfi^«FW (#) 
ggflSflJ 2 (213) 

HPLC«#WfW (5x) 
IE»W2 (2 14) 

HPLCfi8#l*#W (#) 

mmm 2 (215) 
mmm2 (2 1 6) 



: 3.55 ; Mass-r*-* 
. N- |3- [4- 
-2-77>7^ K 

: 3. 16 ; Massr*— 9 
. N- |3- [4- 



I 502 (M + H) + 0 

(3, 4- : J* h^ry 

: 871 (2M + H) + , 436 

(3 , 4 -V* Y 3ri 



+ H)\ 347, 151o 



k>77>- 1 




- 4 - >f 
HPLCfia#B#H| 
^fifrgil 2(2 1 



3. 16 ; Massr — * 
2 — * n n — N — 

(r» : 3.42 ; Massr*-* 
7) 2-^nn-N- 
— 4—^)1/} ^OP)V\ -fv — a-f-yy 

hplc««fb#iw (#) : 3.40; Massr*-* 

^Mffl 2 (218) N- |4- [1- 

*7 1; >-4 
HPLC^#B#^ (#) I 3. 16 ; Massr*- * 



-3—^ h 4 — ^ f;V^>X7 § K 

: 3.40 ; Massr*— * : 979 (2M + H)\ 490 (M 
. N- |3- [4- (3, 4-vV 
-4- (yVf;l/75y) ^>X75 K 

977 (2M + H)\ 489 (M + H) 



+ H) + , 



tf^7 V>- 1 



^7'/^- 1 



T M®\ 2 (219) N- 

-4 ju] -3- 

HPLC«#^^ (#) :3.49 

HMffiJ 2 (2 2 0) N- 

- ^ ^> v;v| - 2 - 

HPLC^#B#K (#) :3.38 

EM 2 (223) N- 

— ;W] ^> - 2 - 

HPLC^#B#^ (59-) ;3.33 

EM 2 (2 2 2) N- 



|4- [1- (4-^nn^v-») fcf^ 

: 905 (2M + H) + , 453 (M + H) + D 
14- [1- (4-?nn^^y>) fcf^'jv?> 
5 K 

I 907 (2M + H) + , 454 (M + H) + Q 
(4 -* nn^> tf^i; 4 
K 

I 939 (2M + H)\ 470 (M + H) + , 235.5. 



HPLC{£#B#|S? (35-) 
jli 2 (2 2 3) 

HPLC^#B#F^ (#) 
^Mffil 2 (2 2 4) 

HPLC1£##B#P^ (#) 
3kMM 2 (2 2 5) 

HPLC^#B#^ (#) ; 
*S ffcfll 2 (2 2 6) 

v*>-4 --f^] 

HPLC^#B#K (#) ; 
^M®)2 ( 2 2 7) 
^ >; y y - 4 - ^ 
HPLC^PfRfl (#) : 



14 - [1 - (3, 4 -yV 
( h V ^l^n^f-^) ^>XT5 
; Mass7* * : 513 (M + H) + c 
14- [1- (3, 4-yVh^ry 

(f'j7;i/tn>fjv) ^>X7^ 
; Massr*— * : 513 (M + H) + 0 
U - [1 - (3, 4 -v> h^rv 

; Massr*-* : 981 (2M + H)\ 491 
U- [1- (3, 4-yVh+; 



K 



K 



-4-xf ;m>X7? K 



v^) tf^ij 4 



tf^'J v> - 4 




: 3.45 ; Massr"-* 
. N- |4- [1 - 
-2, 4 -vV 
I 3.36 ; Massr*-* 
N- |4- [1- 



: 945 (2M + H)\ 473 (M + H)*« 
(3, 4 -V* 
^>X7< K 
: 505 (M + H) + , 355, 15U 
(3, 4 -y> b+y^>y*;V) 

- 6 - ^f ;nf'j v>- 2 -ft^^-if 5 K 
: 3.27 ; Mass T*— * \ 919 (2M + H) + , 460 (M + H) + 

2- ^nn-N- |4- [1- (3, 4-i?*h* 
^■>'J)U\ -^yX7< K 

3.31 ; Mass-T-^ : 957 (2M + H)\ 479 (M + H) + c 

3- ^nn-N- |4- [1- (3, 4-^p<h^v^> 
^yX7? K 

3.42 ; Mass 7"*— 9 \ 957 (2M + H) + , 479 (M + H) + Q 

4- ^nn-N- |4- [1- (3, 4-v>^h^v^> 
-3->fM>X7? K 

3.51 ; Massr"*— $ : 985 (2M + H)\ 493 (M + H) + Q 

mm<W2 0 0 4-3 0 3 



'j *J y - 4 




6 8 5 0 
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Of 



+ H) + , 
y)V) 

+ H)\ 



(228). N— j4- [1- ( 3 , 4-v*H*-> 
-3, 5—/VfM^X75 K 
: 3.47 ; Mass 7*— 9 \ 945 (2M + H) + , 473 
. N- |4- [1- (3, 4-v* 
-2, 3-y^fM>X7? K 
I 3.38 ; MassT* * : 945 (2M + H) + , 473 
. N- |4- [1- (3, 4-yJ 
-2, 3-y^ + ->^>X7n' 
: 3.36 iMassT*-* : 505 (M + H) + c 
. N- |4- [1- (3, 4-V*h*i 
-3, 4 -V* h+y^>X7 5 K 
: 3.25 ; Mass 7* $ \ 505 (M + H) + c 

N- |4- [1- (3, 4-y'n^>-») 
* y y > - 3 - * ;w**^r -y- $ K 
: 3.12 ; Massr*-* : 991 (2M + H) + , 
2-^nn-N- {4- [1- (3 
^ > VM << V-u^-yrs. K 
3.27;MassT'-^ : 959 (2M + H) + , 
2-^on-N- |4- [1- (3 

3.31 ; Mass-?"-* : 987 (2M + H)\ 



mmmm (ft) 
nam 2 (229) 

— 4 ^y s J)V\ 
HPLC{£}#B#|^ (ft) 

umm 2 (2 3 0) 
wpLcuwmm (ft) 

MMM 2 (231) 

mjumm* (ft) 
umm 2 (232) 

-<Ol/] 

HPLC«8M$H (#) 
gSMfffl 2 (2 3 3) 
^y 4 -4 ;v] 

HPLC«#B#K (530 
jjj 2 (2 3 4) 

^ >; v? y - 4 - xf ;v] 
HPLO&^W^ (#) : 
( 2 3 _5J 



0 v;i/) e^'j 4 
(M 



tf^y i?y- 4 



e^y v> - 4 



tf^y v> - 4 



tf^y yy - 4 



496 (M + H) + , 
4 -i^* 



346, 



151 0 
V)V) 



4 -tert-^^;i/-N- |4- 



480 (M + H) + 0 
494 (M + H) + o 



[1 - (3, h^fv 



HPLCflytBfP^ (ft) 

^mm 2 (236) 

--Ow] ^<yvM 

HPLC^B#^ (ft) 
$kMM 2 (2 3 7) 

HPLC«^B#ra (ft) 
MM®} 2 (238) 

--T;u] ^y*S)v\ 

HPLC^^^^ (ft) 

mmm 2 (239) 



869 
(3, 



HPL0f£}#B#|l (53-) 
2 (2 4 0) 

HPLC^^f^f^ (ft) 

5 nn- 2 



I 3.58 ; Mass 7*— 9 \ 501 
. N- |4- [1- (3, 
-2-77>7^ K 
: 3. 18 ; Massr*- 9 
. N- |4- [1 - 
-3-^ h*is- 4-* 
I 3.42 ; Mass-f-^ : 977 
N- |4- [1- (3, 
-4-^ h + v - 2 - ^ 
I 3.33 ; Massr*-* : 977 
14- [1- (3, 
(vVr-;i/T< J) 
; Massx — 9 : 975 
U- [1- (3, 
- 3 -yjv^-u- 4 
I 3.44 ; MassT*— 9 



(M + H) + 0 

4 -V * V *i"<yy)U) 



N — 
4 - 
3.16 
N — 



U- [1- (3, 



(2M + H)\ 434 
4 — *J* 
M>X7< K 
(2M + H) + , 489 
4 -V* Y *i 

(2M + H) + , 489 
4 -V* 

^■yxr 5 k 

(2M + H) + , 488 
4 -v.^t 
^fM>X7? K 
953 (2M + H)\ 477 



(M 



+ H) + , 
y)V) 




tr^y v>— 4 



tf^y v> - 4 



tf^y yy-A 



tf^y - 4 



tf^y v> - 4 



(M 



+ H) + 0 

4-4 ;w] "*>iS)i,\ -lH-'fv^K-^-l, 3 (2H) -y'ty-fi^ 
##^3-eSgitL^b^ (318m g) Oh^x> (2 0ml) »:5 4nn-2 



-^777>-l, 3->**> (186m g) Ztox.tz. 



U^mg; 5r-f#7t 0 
TLC : R f 0.48 (y^no>^ > ; ^ ?y - ;l/= 1 0 • 1) ■ 

NK Jm ^ : * 7 ' 8Q ~ 7 ' 81 <*• 2H). 7.33(d, J = 8.0 Hz, 2H), 7.23(d, J - 8.0 H 
z, 2H), 7.14(8. 1H), 7.06-7.01 (m, 3H), 4.78(s, 2H), 4.26(s, 2H). 3.88(s, 3H), 3 

tBliE# 2004-3036850 
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•85(3. 3H). 3.58-3.54 (*, 2H). 3.10-3.00 (n, 2H). 2.90fa, lH ). 2.10-1.90 4H) 



MM 4 ( 1 ) - 4 mi 
HPLCSMWW (») : 3.64 ; Mass?*-? : 470 (M + HI* 

[3 - ( — w -2-, 

«#B#ffl (#) : 3.29 ; MassT'— 9 \ 400 (M + H) + 

HPLc«)ta»m (g.) : 3.3 5 ; Mass5 ._ ^ . 397 L 

lffLC«J#BH <») : 3.47 ; Mass?--* : 431 (M ♦ H)' 

jgggg**" ( *L : 3 -« : * : 417 (m + h)* 

> 'J )V\ - 2 - 

WLGft*ll»M (#) : 3.43 ; Mass 7*— ^ : 419 (M + H) + 

4 (12) 2, I? n (a , ^ 



SSHT^ ■ 3 -i 7 ' M ^^475, 473, 471 (M + H) + 0 
WIjCft*l»n (») : 3.36 ; Massy-*-* : 457 455 <u + m* 

ffiiE#2 004-3036850 
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^-v: 5' 



mxmamm m : 3.29 ; Massr--* • 463 r M + m* 

HFI£«MN»n (fr) : 3.51 ; Mass 7* — 9 : 479 (M + hV 
HPLC*»«fW <*) : 3.42 ; Massr*-* : 471 Oi + H)* 



HK£«*I« <*) : 3.42 ; Massr-* : 431 (M + H) + 
HFLCmWFH (*) : 3.51 ; MassT*— ^ : 469 467 (M + m* 

SS } s 3 :^! : ,«<?;H; * 



S^SP*'" : 3 " 44 » Mass^-* : 431 (M + H) + 

liii (2 6) 3-^dd-n- 19 r ,\° 
-4-<*]*>Vi, (*-7**n^>^) 

^fP^ W : 3 ' 47 ; Mass^-^ : 453, 451 (M + H) + 
HPLC^B#W («■) : 3.53 ; Mass 7**— ^ • 445 (M + ft)* 

nc«fi> H <*> 3 : Li;-- j 7«r ^ ^ - 5 - * **** * * 



iEf?*"*" W : 3 - 33 ! 9 : 451 QU HV 

✓z^^-u jm- j2_ [1 - ( 4 -7 frytu^yjfr) tf^i;«>* 

tBliE#2 004-3036850 
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HPLC^^K («■) :3.44;MassT--^ • 451 (M + ~HV* 
mMA (3_3J 2, io 7, ° 

aare.y i^rr^*** 472 * + ^ 

-2, 6%JU^Jr:l^ n ^^ *w-i-<r*] 

mmmm® m : 3.27 ; Massr*-* : 464 a* + m + 

HPLC^B^ (») : 3.40; Mass*'-* • 472 (M + H)* 
HPLCfSWWW («•) : 3.42 ; Massr--? : 432 (M + H)* 

t4 - <j-j«-'v w 

> 1 * t-'V 1 H — H n — 9 — 2; ^ k» 

HPLCffiiWHI W : 3. 31 ; MassT*— # : 407 (U ♦ HK " 

Sffi^r 'I; [4 ~ <<-^-W*) 

HPLC«»B»« (*) : 3.34 ; MassT*— 9 : 424 St HV 
7 4 ] W : 3 ' 31 ; MaSS ^" ' : 452 » + H) + . 
( 1 ) t h C C R 5 jftfe^CD^m 

im Ligation Kit Ver.2 (Takara) *ffl^ra»U *»*DH5« H3BR»5JftLfc 0 

ttJIE#2 004-3036850 



T 
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- <D -7*7 * = KpEF-B0S-bsr/hCCR5 L D N A BFSW *m i 
CH0-dhfr(-) ( i Ham's F-12 (* S^JMl* (10%), ^> > ( 5 0 U/m 1) 

(3) CHo*ii^oissf A ! " 

2 0«M ; p H7.4) Wf j TS' nt^^T "* ^ 1 XHanks /H E P E S ( 

X Hanks/If E PES (2 « ftfl ^ *«*«* 3 ««il» K , 1 

(Jic-Ea) /EcXl 00 

e a • ! £f f ? a 2 + -*tt*«"*« 

10 17 8] ^^/vo 

mm i 

Junto ttZT:* " ®* L **^ Lx,-m^ 50mg 

■ wr, 87 «,, A (asa) ( *®* J) 0.2* 

•ftiHr;i/D^^ 0-lg 

MMM 2 4 -7g 

HHE4S2 004-3036850 



mm 2003-346384 ^- v> : 60/E 

'ZH Y ~ )V 20 g 

imm±<ommnmm 500m 1 

[0180] 
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SEQUENCE LISTING 
<110> 0N0 PHARMACEUTICAL CO. , LTD. 

<120> Heterocycle containing nitrogen atom derivatives 
<130> ZZJP-22 
<160> 2 

<170> Patentln Ver. 2. 1 
<210> 1 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rForword primer 

hCCR5Xbal 
<400> 1 

agctagtcta gatccgttcc cctacaagaa actctcc ' q 7 

<210> 2 - ■ - 6< 

<2H> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Revese primer 

hCCR5Xbal 
<400> 2 

agctagtcta gagtgcacaa ctctgactgg gtcacca 37 



^-v: 1/E 
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mm 

-*85<t (I) 

MSI] 

(") 

2J2 2*iJn?*i 3t ??* JtttHI v ** 
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4WtH«®## #12 0 0 3-3 4 6 3 8 4 

. 50301653270 

mm* ^ M 

S ^ ^5ffi^_h^ 0 0 9 4 

ffrfcH W15^10^ 60 



[ftffiB] «:15^10J! 3H 
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S I A 1 I f | 



^8U#-^ [000185983] 
1 • ^JE^JI B 19904? 9 M 20 

£ #T *^Jfr;«r1j*fkIx^#r!irr2TS 1 #5-^- 
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